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Impact analysis 2008 
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Historically, spontaneous reports have 
been the main source of postmarketing 
surveillance.  
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College ter Beoordeling van Geneesmiddelen 

24-10-2012 Leufkens PV Course 10 

• Collection of key information on 
medicines 

 Risk management plans  

 Periodic safety update reports (PSURs) 

 Post-authorisation safety and efficacy 
studies (PASS/PAES) 

 Electronic submission of core medicine 
information by pharmaceutical industry 

 Reporting by patients  

 

• Regulatory action to safeguard 
public health 

 Scientific committees and decision-
making  

 Strengthening referral procedures 

 

 

• Better analysis and understanding 
of data and information  

 EudraVigilance and signal detection 

 Additional monitoring 

 IT systems to support processing and 
analysis of data  

 

• Communication with stakeholders 

 Online publishing of information 

 Coordination of safety messages 

 Public hearings 

 

The new EU PV Legislation: four topic areas. 

A new Pharmacovigilance Risk Assessment 

Committee (PRAC) will focus on the planning, 
assessment and monitoring of safety issues. 

The CHMP will start to adopt opinions based 

on recommendations from the PRAC. 
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• Responsibility for Marketing Authorisation Holder (D104.3.e)   

monitor pharmacovigilance data to determine whether there are new risks 

or whether risks have changed or whether there are changes to the 

benefit risk balance 

 

• Responsibility for EMA and Member States (D107h)  

monitor the data in the EudraVigilance database to determine whether 

there are new risks or whether risks have changed and whether those 

risks impact on the risk benefit balance’ 
 

 



Communication Art107h 
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Implementing Regulation 

Drug Information Association www.diahome.org 12 

Art 18 –General requirements 

Art 19 - Changed/new risks 

Art 20 - Methodology 

Art 21 - Signal management process 

Art 22 - Work sharing for signal management 

Art 23 - Signal detection support 

Art 24 - Signal detection audit trail  
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Signal management 
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Validation by 
 MAH  

 

If the MAH detects a new signal when 
monitoring the Eudravigilance database, it 
shall validate it and shall forthwith inform the 
Agency and national competent authorities.  
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When analysing the validated signal, national 
competent authorities and the Agency may take 
into account other information available on the 
medicinal product. 

 if validity not confirmed, special attention shall be 
paid to non-confirmed signals concerning a 
medicinal product where those signals are 
subsequently followed by new signals concerning 
the same medicinal product. 

validate and confirm any signal that they have 
detected during their continuous monitoring of the 
Eudravigilance database  

Validation by 
 NCA and the 

Agency  
 



Confirmation  
 
Responsibility 
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Signal concerns a product authorised in 
accordance with Regulation (EC) No 
726/2004  

 AGENCY 

Signal concerns a product authorised in  
accordance with Directive 2001/83/EC  
 

(Lead) MEMBER STATE 

IR art 21 



Signal analysis, prioritisation and assessment 
by the Pharmacovigilance Risk Assessment 
Committee (PRAC)  
 
Urgent action required before the next PRAC meeting: 
  Rapid Alert procedure 

 

All other signals:  

 Sent to the PRAC for consideration at its next meeting.  
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Roles and responsibilities of stakeholders (GVP IX) 

 

• Roles and responsibilities of the Agency  

• Roles and responsibilities of the lead Member State  

• Roles and responsibilities of the national competent 
authorities  

• Roles and responsibilities of the Pharmacovigilance 
Risk Assessment Committee  

• Roles and responsibilities of marketing authorisation 
holder  
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Roles and 
responsibilities 

of the PRAC  

21 

Signal management 

• shall prioritise validated and confirmed signals for further 
assessment 

• nominate a Rapporteur for the assessment of the 
validated and confirmed signals with a time frame for the 
assessment 

• transmit to the CHMP/CMDh any recommendations for 
action following the signal assessment  

 
 

 Methodology 
• Regular review of the signal management methodology to 

be used  
• publish recommendations as appropriate  

 

Review 
• at least every 4 years the (co)lead Member States 

responsible for the monitoring the data in EudraVigilance 
• list of medical events that have to be taken into account  



Analysis, prioritization  Assessment  Recommendation for action 

Signal Management Process IR art 21 

PRAC 



1 st step in the PRAC 
Signal analysis and prioritisation 
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• Discussion in plenary by lead MS + analysis and proposal 
for action 

• Agreemend at plenary  

• Recommendation adopted  

 

 

Signal Confirmation in EPITT 

Agenda PRAC 

EMA to communicate to MAHs 
Minutes of the PRAC at EMA web site 
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Recommendation: action requested and time table  

Further action required Urgent action  No regulatory action  

Recommendation made public : minutes PRAC 



Analysis, prioritization  Assessment  Recommendation for action 

Signal Management Process IR art 21 

PRAC 
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No action 
 
Additonal data to be  collected 

Suspension 
Revocation 
Urgent safety restriction 

Pro active actions: study, RMP 
additional risk minimisation 
 
SPC amendment 

PRAC : recommendation to the CHMP or to the CMDh, as appropriate  
Fproposal for action  following the signal assessment including time 
table 



PRAC output 
recommendation 
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CAP involved  Only NAPs involved  

CHMP CMDh 

Consensus No consensus 
Decision sent the MAHs and MSs 

concerned 
Position of the majority of MSs to be 

sent to the Commission which will  

adopt a decision 

Commission to adopt a 

decision concerning the 

regulatory action(s) 



wk  wk wk  wk wk 
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Highlights  
PRAC 

highlights 
 CHMP 

Agenda  
PRAC 

Minutes   
PRAC (1month ) 

http://www.ema.europa.eu/ema/index.jsp?curl=pages/ 
about_us/document_listing/document_listing000353.jsp&mid=WC0b01ac05805a21cf 
 

PRAC CHMP 

http://www.ema.europa.eu/ema/index.jsp?curl=pages/
http://www.ema.europa.eu/ema/index.jsp?curl=pages/


8-11-2012 29 



8-11-2012 30 



8-11-2012 31 

 Signals on the PRAC agenda 
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